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Introduction

Hemophilia is an X-linked recessive hemorrhagic disease due to mutations in the F8 gene (hemophilia A
or classic hemophilia) or F9 gene (hemophilia B), leading to deficiency of factor VIII and IX respectively.
The large size of the F8 gene makes it more susceptible to mutation events than the smaller F9 gene.
Thus, Hemophilia A is more common than hemophilia B. Hemophilia affects more than 1.2 million individuals
worldwide and occurs in all racial and ethnic groups. The majority of hemophilia patients give a positive
family history with an x-linked inheritance pattern. However, a negative family history does not rule out
hemophilia, because 20% to 30% of cases arise from a recent mutation, particularly in those with severe
disease.1,2

The symptoms and signs of hemophilia A and B are indistinguishable. The severity and onset of bleeding
depend on the severity of the disease. The Severity of the disease classified based on the factor activity as
severe (<1%), moderate (between 1 and 5%), and mild (between 6 to 40%). Spontaneous bleeding is common
in severe disease during early life and in moderate disease, bleeding usually occurs after minor traumas and
surgical procedures. 3,4

The presence of hemophilia A and B in one patient is extremely rare, and only a few case reports have
been published. The clinical presentation of patients with coexisting hemophilia A and B was similar to the
isolated hemophilia. Here, we present a 16-years-old male Ethiopian patient who initially presented with
prolonged bleeding of 10 days duration after a circumcision procedure. To the best of our knowledge, this is
the only case report from Africa.

Keywords : hemophilia A, hemophilia B

Case history and examination

A 16-year-old male patient presented with a complaint of unstoppable bleeding from a penile circumcision
site of 10 days duration. He also gave history of recurrent easy bruising after minor trauma since childhood.
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He is an only child in his family and has no remarkable family history of bleeding. Physical examination was
remarkable for tachycardia (115 bpm), wide pulse pressure (BP: 125/60), pallor and active bleeding from
the circumcision site on his penis.

Investigation and treatment

Laboratory examination revealed severe anemia (Hemoglobin of 5 mg/dl), prolonged activated Partial throm-
boplastin time (aPTT) of 120.8 seconds (laboratory range, 24.2 – 36.3 seconds), normal Prothrombin time
(PT) of 11 seconds (laboratory range, 11 – 17.7), and INR of 1.18. After identification of a prolonged aPTT,
a 1:1 mixing study was performed and aPTT was corrected. In such setting, though it’s recommended to
do assays for FVIII, FIX, FXI, and VWF, due to financial constraints only factor VIII level was determined
and it came out to be 1.4%. With consideration of moderate Hemophilia A, he was started on recombinant
factor VIII 750 IU BID and transfused 2 units of packed RBC. Subsequently, he showed some symptomatic
improvement and the bleeding became intermittent but didn’t stop completely. Repeat aPTT tests were
prolonged, 96.2 seconds and 112.8 seconds. In addition, the hemoglobin started to drop again. The initial
consideration was development of inhibitors but repeat FVIII level was. . . . With the above finding, the
possibility of co-occurrence of hemophilia B with hemophilia A was suspected and Factor IX level was deter-
mined. The result showed a factor IX level of 5.5% (mild deficiency). The diagnosis of combined deficiency
of Factor 8 and 9 was made and factor IX 1500 IU IV daily was added to the initial treatment, and the
supportive management also continued

Outcome and follow-up

After administration of both factor VIII and IX, the bleeding has subsided and aPTT normalized. The
patient was discharged and linked to follow-up clinic. Genetic study was planned but due to financial
reason, it was not performed.

Discussion

The combined existence of hemophilia A and B is an extremely rare occurrence. It has been reported due
to the inheritance of one variant from each parent or due to two variants from a single parent. Genetic
studies from a few case reports showed denovo additional mutation of the genes with underlying congenital
hemophilia A or B.5,6

Apart from inherited deficiency of factors, factor inhibition may also cause depletion of specific factors.
Mixing study is used to determine the presence of any inhibitor in the blood of the patient. The correction
of aPTT after 50:50 mix, easily rules out the possibility of inhibition.7 After the possibility of factor inhibition
is excluded, unreasonable bleeding with adequate replacement of factor products for the primary diagnosis
was an entry point to suspect the possibility of this very rare incidence in case reports.

In a single case report from Lithuania, a patient who was known to have FIX deficiency since childhood,
whereas hemophilia A was confirmed at the age of 42 years due to unexpected bleeding due to dental
extraction despite adequate replacement with factor VIII concentrate. The deficiency was finally confirmed
by genetic study showing point mutation in exon 2 for f9, whereas f8 gene analysis showed a point mutation
in exon 4. The mother of the patient was heterozygous for f8 mutation, but not for f9. This suggests the
denovo f9 mutation without any family history.8

Another case report from India, a 16-years-old male patient presented with knee hemarthrosis, with factor
level assay showed both factor VIII and IX were below 1%. However, the detailed family history of the
patient revealed no incidence of bleeding, which made it similar to the case we presented above. Genetic
test was not done for this patient due to lack of the test in the center he was diagnosed. The patient was
given both factor VIII and IX , after which the aPTT normalized.9

Patients with co-existing deficiency of both factor VIII and IX were also treated with factor replacement
based on the severity of the particular factors. Because of the rare co-occurrence of hemophilia A and B, the
prognosis and long-term treatment outcome of these subgroups of people is not known.
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Conclusion

The presence of hemophilia A and B in one patient is an extremely rare event. The persistence of bleeding
with adequate replacement of the factor should be the entry point of the overlap after excluding other possible
causes of bleeding.
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